Unprecedented use of 2SI NMR spectroscopy for a convenient deter mination
of enantiomeric excesses of chiral a-C-silylated amines and alcoholst
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The use of routine refocused-decoupled INEPT 2°Si NMR
spectroscopy, in the presence of the chiral lanthanide shift
reagent Eu(tfc);, allows convenient enantiomeric excess
determination of chiral «-C-silylated amines and alcohols
for the first time.

The constant interest in «-C-silylated amines, from a synthetict
and biological2 point of view, has led alarge number of authors
to propose different syntheses for these compounds. Recently
we proposed several methods giving access to 1-(trimethyl-
silyl)alkylamines.3 One of these consisted of the reduction of
acylsilane imines obtained via reductive silylation of cyano-
hydrins.4

Because of the potential biological interest of these amines
and their derivatives, their synthesis in enantiomeric form is of
importance. Although the literature provided us with some
examples,®> no synthesis of such chira primary amines were
described before our recent publication.® This led us to search
for an accurate, reliable and convenient method for measuring
the enantiomeric purity of the synthesized amines.

Many new NMR spectroscopic techniques for the determina-
tion of ee now exist.” We made our first different attempt using
1H and 13C NMR spectroscopy and the chiral auxiliary Eu(tfc)s.
We obtained poor separation and the spectra were complicated
by the many protons and carbon atoms present in the compound
and the lanthanide shift reagent (LSR). We turned next to 295
NMR spectroscopy, athough methods exploiting the chemical
shift sensitivity of this nucleus in organosilicon compounds
have not so far been reported. Our experiments required the use
of a routine polarization transfer technique, the 22Si NMR
refocused-decoupled INEPT experiment, based on the INEPT
sequence,8 which allowed us to circumvent the long relaxation
time of the silicon atom. The sensitivity of thistechnique, which
depends on the number of coupled protons, was enhanced in the
case of trimethysilylated compounds. Therefocusing delay time
parameter (A = 0.02 s) was graphically chosen with the
computer program SIMEPT,® on the basis of analytica
expressions for the theoritical enhancement of decoupled
INEPT spectra,10 in order to obtain optimum enhancement,
which depends on delay times. The chiral auxiliary Eu(tfc)s,
which converts the mixture of enantiomers into a diastereo-
isomeric mixture, was directly added into the NMR sample.

We studied racemic amines first. After a few minutes, the
decoupled 29Si NMR spectrum showed two signals of approx-
imately the same intensity due to rapid exchange at equilibrium
between the diastereoi someric adducts and the parent racemic
mixture of stereocisomers. The shift of these signals from the
signal of the starting racemic mixture increased with the
quantity of the europium salt added, as was the broadening of
the signals. Best results were obtained with an LSR: substrate
molar ratio in the 3-10% range. The results shown in the Table
1 (compounds 1-3) proved the validity of the method.

In order to show that this method could be valuable for other
«-C-silylated compounds, we also tested racemic «-C-silylated
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Table 1 Enantiomeric ratios measured for racemic «-C-silylated aminesand
alcohols

LSR/ Diastereoisomeric
Compound z R mol% A6 (ppm)2 ratiod
1 NH, Pr 6.2 0.021 50.7:49.3
%z 3 NH, But 55 0.032 50.5:49.5
4 OH Me 6.2 0.031 50.3:49.7
R 5 OH P 3.2 0.138 50.1:49.9
6 OH Ph 10.0 0.031 50.3:49.7

a|n CDCl;z at 25 °C. 22Si NMR chemical shift and separation have been
shown to be solvent, substrate, LSR concentration and temperature
dependent. See ref. 12. b Based on the integration of the 2SI NMR
resonances (+1%).

acohols(Table 1, compounds 4-6), synthesized by reduction of
the parent acylsilanes obtained by standard methods.1t

The ratios obtained from 2°Si NMR integrations confirmed
that the parent mixtures were racemic and showed that this
method was valuable also in these cases. However, failure was
observed with «-C-silylated chloroalkanes, probably because
the lower basicity of the chlorine atom stops the molecule
complexing with Eu(tfc)s.

An example of the results obtained using this technique is
shown in Fig. 1.

Non-racemic mixtures of 1-(trimethylsilyl)butylamine 1
were obtained via asymmetric reduction of butyryltrimethylsi-
lane imine under various conditions.® The NMR technique was
applied to the determination of the ee of these mixtures (see
examplein Fig. 2) and the results were in good agreement with
the mesured specific rotations (Table 2).

In summary, the Adg values of «-C-silylated amines and
acohols, obtained from routine refocused-decoupled INEPT
experiments in the presence of Eu(tfc)s, indicate that the
chemical shift sensitivity of the silicon nucleus alows the
determination of ee. This technique is possible because the
observed silicon nucleus is close to the chiral and the
complexation centers. From a practical point of view, this new
and ssimple method (asingle signal in the spectrum is converted
into adouble one) will be useful in the frame of the asymmetric
synthesisof «-C-silylated aminesand al coholsbecauseit allows
a rapid, convenient and accurate determination of the ee.
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Fig. 1 29Si NMR spectra of 6 before and after the addition of Eu(tfc)s.
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Fig. 229Si NMR spectra of enantioenriched 1-(trimethylsilyl)butylamine 1
after the addition of Eu(tfc)s (39% ee) (ref. 13).

Table 2 Comparison of experimental specific rotations and ees for various
non-racemic mixtures of 1—trimethylsilyl)butylamine

[0]2> (MeOH)  Ee (%)

+3.8 39
+2.9 31
+3.5 36
+6.1 60

Further applications of this novel technique are under in-
vestigation.
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A representative procedure is as follows: 20 mg of the substrate was
placed ina5 mm NMR tube, and 4 cm3 of dry CDCl; and Eu(tfc)s were
added. The tube was sealed under nitrogen with cling-film and shaken
briskly by hand to ensure complete dissolution. After 30 min, the 295
NMR spectrum (39.76 MHz) was collected (256 scans) at 300 K on a
Bruker Avance DPX 200 MHz spectrometer over a spectral width of
7961 Hz with a repetition delay of 1 s between scans to allow for
complete relaxation. INEPT delay time parameters choosen were 7 =
0.0357 sand A = 0.02 s. Slight line Gaussian multiplication (—0.1 Hz)
was applied to aid resolution. The FIDs were Fourier transformed and
phased automatically, the same phase corrections being applied for each
sample. Integration gave the relative proportions of the diastereo-
isomeric complexes as listed in Table 1.

See Table 1, Experiment 1 in ref 6.

Communication 9/00491B



